PCT/US2004/039728 

WO 2005/053614 

-39 - 

What is claimed is: 

1 . A compound represented by Formula (I): 

53 9s N R5.(CHR 6 ) n -(CH(OH)-(CHR 7 ) m )p-COR 8 




10 



# is selected from Ihe group consisting of kronen, halo, ^ 
( C3-C 8 > cycloalkyl, (C1-C6) haloaikyl, hydroxy, (C1-C6) alkoxy "J*^ 
a^mlno. amide, sulfonamide, cyano, substituted or unsubsbtuted (C6-C10, 

"* R * ls selected from the group consisting of hydrogen, haio, (C1-C6) alky., 
(C3-C8) oyoloalkyl, (C1-C6) haioalkyi, hydroxy. (C1-C6) alKoxy, (C2-C8) 
alkoxyaikyl, amino, (C1-C6) alkylamino, (C6-C10) 

R 3 , s selaoted from the group oonsisting of hydrogen, (C1-C6) alkyl, (C6 

^r^Zel-yseieotedfrom thegroup consisting o, hydrogen, 

(C1-C6) alkyl and hydroxyl; 

r» , s seieoted from the group consisting of hydroxy, (C1-C6) O-alkyt. (C3 

08, O-cycloalkyl, and NRW°; «here R> and «- are '^2^) 

.. . ^ /m rfrt cvcloalkvl (C5-C8) heterocycloalkyl, (C6-C8) aryi, 

more hydroxyls, ketones, ethers, and carboxylic acids; and 
„ and mare independently 0,1, 2. or 3; pis 1,2, or 3; 

or, a pharmaoeutioally acceptable salt, its 1aufomer, a pharmaoeu,ca,.y 
acceptable salt of its tautomer, or a prodrug thereof. 



WO 2005/053614 



-40 - 



PCT/US2004/039728 



2. The compound, salt, tautomer, or prodrug according to claim 1 selected from 
the group represented by the following structures: 



R 2 



H ° 



OH 

I 

and 



FvT H OH O 

N ° 
H 



5 wherein R 2 is selected from the group consisting of hydrogen and fluoro. 

3. The compound, salt, tautomer, or prodrug according to claim 1 represented by 
the following structure: 




4. The compound, salt, tautomer, or prodrug according to claim 1 represented by 
10 Formula (II): 

R 3 

" R 5 -(CHR 6 ) n -CH(OH)-(CHR 7 ) m -COOR 8 

Formula II 




wherein R te is selected from the group consisting of hydrogen, (C1-C6) alkyl, an 
15 (C3-C8) cycloalkyl. 

5. The compound, salt, tautomer, or prodrug according to claim 4, wherein: 
R 1 and R 2 are independently selected from the group consisting of hydrogen 

and fluoro; 
20 R 3 and R 4 are methyl; 

R 5 , R 6 , R 7 and R 83 are hydrogen; and 
n and m are independently 0, 1 , or 2. 
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6. The compound, salt, tautomer, or prodrug according to claim 5 selected from 
the group consisting of: 




5 7. The compound, salt, tautomer, or prodrug according to claim 5 represented by 
the following structure: 

o 

f\ H OHO 




8. The compound, salt, tautomer, or prodrug according to claim 5 represented by 
the following structure: 



10 




f\ H OH O 



OH 



9. A compound, salt, tautomer, or prodrug according to claim 1 represented by 
Formula (III): 

O 

^X^KNR^^HR^n-tCHCOHJ-CH^p-COOR 83 

• . r 2 r\\. 



r1_IL 

H 



Formula III 



15 wherein R 83 is selected T i o i i i the y r oup c onsisting of hydrogen, (C1-C6) alkyl, and 
(C3-C8) cycloalkyl. 
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10. The compound, salt, tautomer, or prodrug according to claim 9, wherein: 

R 1 and R 2 are independently selected from the group consisting of hydrogen 

and fluoro; 

R 3 and R 4 are methyl; 
5 R 5 , R 6 , and R 8a are hydrogen; and 
n and p are independently 1 , or 2. 

11. The compound, salt, tautomer, or prodrug according to claim 10 selected fron 
the group consisting of: 



10 




12. The compound, salt, tautomer, or prodrug according to claim 10 represented 
by the following structure: 




H 



15 13. The compound, salt, tautomer, or prodrug according to claim 1 0 represented 
by the following structure: 




H 
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14. The compound, salt, tautomer, or prodrug according to claim 10 represented 
by the following structure: 





H 

15. A compound, salt, tautomer, or prodrug according to claim 9 represented by 
5 Formula (Ilia): 

Q 

-NR 5 -(CHR 6 ) n -(CH(OH)-CH2) p -COOR 8a 
Formula Ilia 



wherein: 

R 1 and R 2 are independently selected from the group consisting of 
hydrogen and fluoro; 
10 R* and R 4 are methyl; 

R 5 , R 6 , and R 83 are hydrogen; and 
n and p are 2. 

16. A compound, salt, tautomer, or prodrug according to claim 15 represented by 
15 Formula (IHb): 





■ Formula Hlb 



wherein: 

R 1 and R 2 are independently selected from the group consisting of 
hydrogen and fluoro; and 
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R 3 and R 4 are methyl. 

17. A compound, salt, tautomer, or prodrug according to claim 1 represented by 
Formula (IV): 




i 5 -(CHR 6 ) n -(CH(OH)-(CHR 7 ) m )p-COR 8 
Formula IV 



wherein R is NR R . 



18. The compound, salt, tautomer, or prodrug of claim 17, wherein: 
10 R 1 and R 2 are independently selected from the group consisting of 

hydrogen, halo, cyano; 

R 3 , R 4 , R 5 and R 6 are independently hydrogen or (C1-C6) )alkyl; 
R 7 is hydrogen, or hydroxyl; 
15 n, and p are independently 1 , or 2; 

m is 0 or 1 ; and 

R 9 and R 10 are selected from the group consisting of hydrogen, (C1-C6) 
alkyl, (C1-C6) hydroxyalkyl, (C1-C6) dihydroxyalkyl, (C1-C6) alkoxy , (C1-C6) 
alkyl carboxylic acid, (C1-C6) alkyl phosphoric acid, (C1-C6) alkyl sulfuric acid, 
20 (C1-C6) hydroxyalkyl carboxylic acid, (C1-C6) alkyl amide, (C3-C8) cycloalkyl, 
(C5-C8) heterocycloalkyl, (C6-C8) aryl, (C5-C8) heteroaryl, (C3-C8) cycloalkyl 
carboxylic acid, or R 9 and R 10 together with N forms a (C5-C8) heterocyclic ring 
either unsubstituted or substituted with one or more hydroxyls, ketones, ethers, 
and carboxylic acids. 

25 
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20. The compound, salt, tautomer, or prodrug according to claim 18 selected from 
the group represented by the following structures: 




21. The compound, salt, tautomer, or prodrug according to claim 18 represented 
by the following structure: 

o 




22. The compound, salt, tautomer, or prodrug according to claim 18 represented 
10 by the following structure: 

Q 



\ 0 H 



H 



23. The compound, salt, tautomer, or prodrug according to claim 18 represented 
by the followingstructure: 
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O j£P 3 

H ° 

24. The compound, salt, tautomer, or prodrug according to claim 18 represented 
by the following structure: 

HQ HO v ^ R 8 




5 wherein n is 0, 1, or 2. 



25. The compound, salt, tautomer, or prodrug according to claim 24 selected from 
the group represented by the following structures: 
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26. The compound, salt, tautomer, or prodrug according to claim 24 selected from 
the group represented by the following structures: 



HQ H( i_/-NH 2 






WO 2005/053614 



PCT/US2004/039728 



49 



28. The compound, salt, tautomer, or prodrug according to claim 18 selected from 
the group represented by the following structures: 




ft H OH 



ft H OH 



; and 




\ 



, N' ( QH° 
\ H OH OM 



-An — t / ~~hiTo 

ft H OH OM 



H 



29. The compound, salt, tautomer, or prodrug according to claim 18 selected from 
10 the group represented by the following structures: 

R 8 




wherein: 

R 2 is selected from the group consisting of hydrogen and fluoro; and 
R 8 is selected from the group consisting of radicals represented by the 
15 following structures: 
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NH NH N NH-^_Jp NH-<^fo NH^ 



e f 

OH 
OH 

g hi j k I 

HO OH I " COOH 

m nop q r 

•> .OH 

HO HOOC HOOC HOOC HOOC 

vCX ^o-o4^vo 

^ ^-^COOH >— / \-V \ HOQ( ( HOOC HOOC 

y z aa ab ac ad 

.OH > ^ 

ae af ag ah ai 

^ NH ^COOH ^N^COOHijH^POa \^P0 3 ^NH^COOH 
a i ak al am an 

^ << v << r ^ JL *^^L 

NH^COOH N NH ^COOH NH^COOH N^COOH >I^COOH 



ao ap aq ar 

'° H T <^V H 

"NH COOH NH^COOH 
at au av aw ax 



X^OH c 
OOH>^COOH ^Xcooh^NH-S: 
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30. The compound, salt, tautomer, or prodrug according to any of claims 1-29 with 

the following provisios: 

the compound, salt, tautomer, or prodrug of claim 2 is excluded or 
the compound, salt, tautomer, or prodrug of claim 3 is excluded or 
the compound, salt, tautomer, or prodrug of claim 4 is excluded or 
the compound, salt, tautomer, or prodrug of claim 5 is excluded or 
the compound, salt, tautomer, or prodrug of claim 6 is excluded or 
the compound, salt, tautomer, or prodrug of claim 7 is excluded or 
the compound, salt, tautomer, or prodrug of claim 8 is excluded or 
the compound, salt, tautomer, or prodrug of claim 9 is excluded or 
the compound, salt, tautomer, or prodrug of claim 10 is excluded or 
the compound, salt, tautomer, or prodrug of claim 1 1 is excluded or 
the compound, salt, tautomer, or prodrug of claim 12 is excluded or 
the compound, salt, tautomer, or prodrug of claim 13 is excluded or 
the compound, salt, tautomer, or prodrug of claim 14 is excluded or 
the compound, salt, tautomer, or prodrug of claim 15 is excluded or 
the compound, salt, tautomer, or prodrug of claim 16 is excluded or 
the compound, salt, tautomer, or prodrug of claim 17 is excluded or 
the compound, salt, tautomer, or prodrug of claim 1 8 is excluded or 
the compound, salt, tautomer, or prodrug of claim 19 is excluded or 
the compound, salt, tautomer, or prodrug of claim 20 is excluded or 
the compound, salt, tautomer, or prodrug of claim 21 is excluded or 
the compound, salt, tautomer, or prodrug of claim 22 is excluded or 
the compound, salt, tautomer, or prodrug of claim 23 is excluded or 
the compound, salt, tautomer, or prodrug of claim 24 is excluded or 
the compound, salt, tautomer, or prodrug of claim 25 is excluded or 
the compound, salt, tautomer, or prodrug of claim 26 is excluded or 
the compound, salt, tautomer, or prodrug of claim 27 is excluded or 
the compound, salt, tautomer, or prodrug of claim 28 is excluded or 
the compound, salt, tautomer, or prodrug of claim 29 is excluded or 
the compound, salt, tautomer, or prodrug of claim 30 is excluded. 
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31 . A method for the modulation of the catalytic activity of a protein kinase with a 
compound or salt of any one of claims 1-30. 

32. The method of claim 31 , wherein said protein kinase is selected from the 
5 group consisting of VEGF receptors and PDGF receptors. 



